. Gating strategy to identify and sort LDCs and MACs. (A) Lung mononuclear cells were isolated as described in the Materials and methods. Cells were identified on the basis of forward and side scatter. Doublets were excluded on the basis of FSC-W, FSC-H and SSC-W, SSC-H. Hemato Figure S4 . Graphical summary of the paper. CD103 + and CD24 + LDC detect microbial signals in a MyD88-and TRIF-dependent fashion, leading to the up-regulation of several IgA class switching molecules such as TGF-β and ALDH1A2. TGF-β, secreted in a latent form is activated by integrin αvβ8, also expressed by the respective LDCs into a biologically active form. ALDH1A2 catalyzes the conversion of vitamin A into RA. Together, active TGF-β and RA act on IgM + B cells, up-regulating cellular IgA class switching machinery, in particular activation-induced cytidine deaminase (AIC DA). IgA class-switched cells, identified by Cα GLT, are further induced to express gut-homing molecules α4β7 and CCR9 in an RA-dependent fashion (mediated through the action of RAR-β). Alternatively, IgA + B cells that do not express gut-homing molecules can populate respiratory mucosal niches and the systemic compartment.
